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&m %m * 

fimm&)lZ®LW:'£nZ>Z\£-vm3E.1rZ> (Atkinson MA, Maclaren NK. , N. 
Engl. J. Med. 331:1428-1436, 1994#il) 0 ^(PJI^W^fcte, 

mz^y^v >mmz&%Bi%(DMt>vzfrzmm*mMistkfe<Dn «a 

OL) $lR]±^ii:^^c^g^T«75:^ 0 ^M&te-f >X U 
^^ftS^ it V t , £ fctffit b T^ffi $ ft <5 ^^?« «fc « 
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zmm&Litnxte z> 2 wmmm\z& ^x hmm&mts tmm^ 0 

2 0 0 O^t^ • X R> h>©T;l//t-^±^ete5lci&i1jl7 

XU>^e»8IJiKT#fet^-5^^$nfe (Shapiro AM, Lakey JR, Ry 
an EA, et al., N. Engl. J. Med. 343:230-238, 2000#B8) . 

$>%£mx*>nx^%> 0 

x$>z>o mmfc.nftWMM<Dmmx&K>, amm. &mm> ppie 6 

ffi<Dmm\zmmvx—m.m&isfrm.mmT ©ams^^ a *rr © 

mm. se.nn ^TOft^^jstvi'S^^ras***^. 

m&<D&»w®kffiifi\,*fr\zft±vit£isx<b. mm& 
m - mmm^\zmT^mwm^(ommm\t^:ti^wt-r^mmmzM 
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^tmm<D^m^^nx^y) (Lumelsky N, Blondel 0, Laeng P, et 
al.. Science 292: 1389-1394, 2001; Assady S, Maor G, Ami t M, et 
al., Diabetes 50: 1691-1697, 2001#flg) , A&&)&B1fflmm$i\ZttT 

£ t> <Dmm sat- *> © t# s n« . 

^fi*©^<;UX^l/->tfx>h«^bT^^®^t-^tt (iOfc 
fr> falS&y&^m&JU hn^-r;i/X (porcine endogenous retrovirus; 

perv) ^fi#^m^*nT^^fej6^#i^«^pj^T^§) , ^-n 



WO 2005/045026 



PCT/JP2003/014243 



4 

teTzfrtbmfcTmA-Amm-e&z, 2) ^mtm*M±Lrtttb\zv^ 
tm%-t>nz> 0 mm, ^hmmmmmm^m^xmumzmrnvmn^ 

mm tefgH (Shay JW, Wright WE, Exp. Cell Res. 184: 10 
9-118, 1989; Ray FA, Kraemer PM, Carcinogenesis 14: 1511-1516, 199 
3#$0 „ SV4 0T%mmhrm%&<D i n vitroW 

g^&^fccDSWte&cfc^ 3 . 3X10 " 7 T& § t$g^^nT43 X> . 

z.n\z.n#mmu ; 7-u* &m&<D&&ttWi$mi2\t*t>tiT\t*& (bo 

ndar AG, Science 279: 349-352, 1998; Zhu J, et al., Proc. Natl. Ac 
ad. Sci. USA 96: 3723-3728, 1999; Halvorsen TL, et al.. Mol. Cell 
Biol. 19: 1864-1870, 1999#H) „ 

h&mmmz* t h^n*^— vmrn^mm cot, rhTERTi^f 

j tm^TZ) ^ItWI^kNn^^^^-ssRtig 

7 (Watanabe T, et al., Transplantation 15;75(11) :1873-1880, 2003# 
M) , ^^->5T>^-r;i/X4OlB0Sillit^ (OT, TSV4 0T 

#6 9 (Westerman KA, Leboulch P., Proc. Natl. Acad. Sci. U S A 93 
: 8971-8976, 1996#8S) £3SAbfc££ 3* vJMmzMm»Smf3i*m{k 
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fte*^ -€-tl^n— *h£>L oxPSB^Jfc^nfchTER 

Tat^^cktf S V4 0 Tjt^^^T^nJ^T^bt h#M» 
^ol, -f>XU>Mfg^ft, ^oMhTERTste^J;t)Csv 

m^<«HT^lTBl#Ml **3I6 (lf#^3 0 5-8 5 6 6) > 
^f6B ¥^1 5^9^ 4 ^te#^-F ERM BP-0 8 46 1) 1? 

h T E R Tto&fr&£ZfiS V 4 0 T itte^£l&3cT£ £ t J; t) # 6 tl& 

s^asme T$m&*mz b h j$Mii@tfefe b < ©m^*^ s> h t e r 
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tiPFK4lMffl.fr S h T E R rm^f-te^S V 4 0 Tjft^ Z> Z. 

CCT, ATG(«nFX Vfc/^yf- i»^if±)V, LoxPtt 
LoxP@3^iJ, hTERTtt, hTERTjt^> E GF Pfc3:*i§£|i*fem 
^>/^St& MoMLV LTR[i : ED--T^xejfili^i';i/ 
XS*^m@B^!J, ECMV I RES»L«^-f Jl/Xrt'J^y-A 
X>hU— H y g r o R ^-f >'>S'ilfi : P, HSV- 

TK^lA;KX^<;i/X?5^>+t- tStt^?, SV40TSSV 
4 0 Tlfef, N e oRi»t?-f ^>»«^£^n^n^-r,> 

nakt-13* mtmm ^nm.m\mm&mm&m 

til 4>^6 <B^#-*t3 0 5 -8 5 6 6) , Wf£0 ^15^9 

^4B, si6#^ferm bp-0 846 1) ^-r^mmmmm^M 

EI3«, -f >^U>M^tctt9M$tlfcNAKT - 1 3« ( 

t£ b *ati^ < ^?um lTgitii tpdfcfg 6 mmm^ 3 0 

5-8 5 6 6) , ff^0 ¥0,1 5^9H4B, ^I6#^FERM BP 

-0 846 1) %7n*r^M'v&z>o m®L&mt>-rm&iz$>t>ibnx^z>^ 

B5tt, ^yx^MtMi^DM^n^ AxCANCreC 
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*mw<D»sM®?fmkt b&mmsmife, -en-en— oxppj 

fc**nfchTERT3tfe^*<fctXSV4 0 Tit^^^rfS b NJ$& 
aBISHn?**. 2Sfc:#L<fet Ct^^HBbhl^MiJSlK:, — 2t© 1 ox 

psB^j^*n^hTERT]t^^wr§i/hDC7-r;i/x^^^-s 

S R # 1 9 7 , cfe«fct£— M<D 1 o x PBB^JtC^^nfc S V 4 0 Tjftfe^ 
^-r^WhD^7-r;i/X^^^— S SR# 6 9S»At5utlCfc?)#& 
n> -f >XU >^fef|g£*rU ^thTERTl^^S V4 0T 

^Tfe, nakt-1 3mmt (mtmrn m&nmmAmmmzM& 

4»*^6 (Sffi##3 0 5-8 5 6 6) , WttB «1 5^ 
9/! 4 0, gf£#-5§FERM BP-08461) * 
%!9©'E>ra?tt^E'fbPAIIBll&tt, 0 2 (NAKT-1 3#!£& (frt&^H 
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if^<f^lTSl#il 4>^6 (if#f3 0 5 -8 5 6 
6) , mmB ?^15^9^4B, ftet^FERM BP-0 8 4 6 
1) ) \Z7jk~t£5lZ, $m (§B#2) ^MLT^D, W&ftft 

^w\z®.m-?z>mi%ftMt. b&mmmz* ^©^utoTh bm 

m,frt>ftmtZ>Z\titiiS-V%Z> (Staudacher C, Ricordi C, Stella M, Soc 
ci C, Cammelli L, Ferrari G, Dicarlo V. Minerva Chir. 31: 1665-166 
8, 1985 Ricordi C, Finke EH, LacyPE., Diabetes 35: 649-653 

, 1986#BI) . 

z.<omyt&m<Diti&\z\z. mmmmmmvy b nih image 

(Vol.62) OMNIH (National Institute of Health) fccfcD^TMB 

VbuV^ )V7,^Z*?~- S SR# 19 7lt hTERTl^^fc, 
ii§»^m^^>A^K (EGFP) ife^a-F$nTi5D, Uba 

^>>IH4jt^ (HygroR) <h#M^\;^7,^-1';i/X^\;i/^X^-r 

;i/x^^>^-i^»£r? (hsv-tk) tom&mfc^ &£Z$* 

^ V-T >Sffifrf5^ (NeoR) j^n - F £ tix ^ 3 o CI *l £> «^ ft^* 
tl£$n<£>;#&, fc<h;U£, tfi^Lfc Watanabe T, et al., Transplantatio 
n 1 5 ; 75 (11): 1873-1880, 2003*5 J; ZS West erman KA, Leboulch P., Proc. 
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Natl. Acad. Sci. U S A 93: 8971-8976, 1996(df3tfe$tlfe^fefc Ltc 

a* o x smr £ £ £ #T * 5 o 

o x PBB^Jfck C r eiiiiifcioTiH^tlS^CM 
luiehTERTlCTl lEWMfa<DTERTm.te z ?&3fcC&Z>o hT 

MfBSV4 0T»^?f^ ^©DNAMJB^-r;i/XOJB^m (T 

l/hD^7-r;PX^i7^— S SR# 1 9 7^J:t^VhD«j7-r;vx^^^— 
s sr# 6 9©3>x^ *ft*ifflfla^©c:nsU'hn^-r;i/x^^'-©Bi[ 
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6, 4B#M«lfeSlHfc2lHl, If- 3 Bmft)lrr«C&#t«f> 

fcliTERTafir?^«fc^SV4 0T*e^*«t)aj-rfc«)fc, Cr ell 

L oxPffianitC»5*nfchTERT»^^ < fcaCs 
V 4 o T3te^ * RiaStt^Eflsb hMMft®Sfcdflc±* D ffiT - £ 

Cr efimxJ§^t£&fflbT, hTERT»^ c kiytSV4 0TJtfi 

^i^Tft (i) ae^A^©^$f^T^y>-r;ux^^^~}c 

£DC r et^^^fSlAtS^, (2) U >Wt*i)l>i/K7&mz 

i^ffpfc, human immunodeficiency virus (HI V) S^fecDTAT^ >/1 
^»iCre«ft*»A.II*i©iB^^>/^^K*»Jnt-*^rj5fe, (4) C 

££>le: (5) i^JiittC r e^i^iif 
*»59©wa»tt^Bft h h JMNHJffit*** ShTER T»£rf 3s «fc at s V 
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<\%M>\j>niE\z&.x)mmist^vy vuEommmuE^M^n^. m 
m, mmm. ^tMrnmrnfe, mm\ibmmmm.\zm^'r^^om^mn 
tsn&o $e>fc, mtmffiMMfe. DMso&£©#s6w&fln*., 
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;HtAiiatt, ^^^bTjfiiw^^-r^fe©, #^(c-ggbT 
strnzmmt^hcD, ^rzL^ssnmizmm^-fizm^izmmT^ %<d<d= 
•o <Dmm&& % „ © Ri^'[4^^#a^fls*3 £ wit t h 

o Tii^t§ £ t \Z <£ Q ft & 5 £ i 3 o 

< ItWM lTil 1 4»ffeB 6 (i&<I#-*§- 305-8566) , 
^f6B ¥^15^9H4H> §K#^FERM BP-0 8 4 6 1) (D 
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T)Vn-**i¥> th#Sit^o^7A, z?3±D-> W*- (Jona 
than RT. Lakey) W±J:D, ^A**A^RjfgT*S) #JgCD#nv> 
W&ILT^Sfeomi^ (STEMI, Carl Zeis 
sit TlChand pickup SsteTl OfflSJSUU Ztl&T 2 5mm 

77X3}:i^f Ct Jg*H£te, ^-f UTAX $t^7A E (WILLIAM 
' S MEDIUM E) (5^T*t t>hKX, *ffl) CIO % >^ ->JI6{?iftitt 
(FCS, S^Tfr) , 10" 7 mo 1/1 -f>7U> (v-^Vft) , 1 
0" 6 mo 1/1 T^-iM^/V (->^v#:) , 25/ig/ml ± 
^MS? (EGF> , 1 OmM -a^>T$ H (v'^Vft) , 

^^21111, i/hD<>>f;i/x^^-ssR#6 9m*kmm<DtBm 
±fti/hn^;v^^^ssR# 1 9 7 m^mm<Dmm±m^n 

^tlO. 4 5 ^^D><D^^;i/^-(^HtfefeCD^n^nim 1 foflp 
A$10 2|ilff^fc o £<£>£tff;£, 4, 6, 8 0S (if 6 HI) fc> ftfig 

tKH^I^cx— tyy>Mtr>7V 7^©A-A- F- T+J-^cx— feyy 
^-SSR# 1 9 7l4ilT^SCr i pffljg (S SR# 1 9 7) (Wa 
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tanabe T, et al., Transplantation 15; 75(11) : 1873-1880, 2003.) Cfr 
*4X10 6 c f u/m 1) So&tfVbUV'l — S S R#6 9 

S4ttWCripil(SSR#6 9) (West erman KA, Leboulch 
P., Proc. Natl. Acad. Sci. U S A 93: 8971-8976, 1996) (^jf4X 
1 0 6 c f u/ml) *m^\ 6-C r i p«£, T7 5^^X3fcl 0 
^ilfi/cm 2 TiiL, 10ml ©DMEM+ 1 0 %N C S (tr£fiP 

vi/stm) ■mmwLT-tgmvfzo mmmm^mQ o%t^rcm^x\ mm 

$^DMEM+ 1 0%NCSmmmi 0ml MtSIt2 

hn^<;vx^^^-s sr#6 9 &<sm-?&i&m±m %mco 
mm fc hmmmmcDmmfr 5100a mmmmft 620a) £ d , » 

flf) tl0%FCS, 10 mM -H?>75 h\ 3 2 0/tl/ 
lOO/ig/mlOM^PT-f^ (v^v£fc) fc^s 

fci^T, M-^- MoFlo (yn-D--f 

> ($0 SS, JRi5, 0:£) fcTGF P^ttm^miKf^iltT, "TOtt 

WthMi»NAKT-13 (WKaP ^AEffk^A^^ 

t@ 1 mm 1 6 (gs^#-% 305-8566) , mm.B ^ 1 

5^9/3 4 0, gf6##FERM BP-0 8 46 1) ^3ibfe 0 

nakt-i3£, nmrmmxmm^wm^mmf mn^mmn±> 

B6 (SMSf 3 0 5- 8 5 6 6) , mw£B Wcl 5^9^4B, g|£ 
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t^FERM BP-0 8 4 6 1) . #e>tlfcttttNAKT- 1 3 

£ 0*ati»^<^fIlTil#il ^6 (lf#^3 0 5 
-8 5 6 6),^feS «15^9^4B, gfet^FERM BP- 
0 8 4 6 1) te> m2\Z^-r&5\Z, /hMT, S#tfl/T 

mmm 1 e> nrc w^tt^^t t m£&m#c£ i o ^amiM/m 1 

z?- 3 ? — zS—'M) fClO%FCS> 1 OmM r.nf>75^ ^~5>U> 

g/ x h u?b^ isy&m&otbtDTzigmvrc, t&mmi&frz 2 4 

CANCre^lt-f (MO I : mul tipli city of infection) SfcbPU 

mnm 3 : -r >x u >^^<h^ 

l«m&<£tf 2T#£nfc« (6-5^fflM) 6^^;i/yix- 

XDMEM 3—^7>b\ -^.-^-^-jlll) |;10%F 

CS, lOmM -nf>75 h\ ^n->U> G/ Xhl/^h7^> 
£>£li!^T, ilffl^6 0 5«Jfc£:&3£-C2 4B#F^«bfe 0 
iMSrit^l/^-XDMEM no.— 
i?^— i?— jW) (CI 0%FCS, 1 OmM ~ n^>7=i H\ U > 
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lTlltil +*I6 (Sf#^3 0 5-8 5 6 6) , fKS 

1 5^9^40, ^KtfFERM BP-0 8 4 6 1) , &£tf£J60l 

2T#5nfctiNAKT-l 3iiHt. 03*i<fctfEI 5 fc&HT, 

03j:o> n»jiT#snfeNAKT-i smm mwsm m$m 
m-DKUimiTuimmi (®f#^3 0 5-8 5 6 6) , 

^ff£B 5^9 £ 4 ^f£#-5tFERM BP-0 84 6 1) T 

T#^nfctiNAKT-i 3wewu m&mmffiffiv? hnih 

image (Vol.62) OfcfflN I Hte«k t> ^HiTlM?) SffifflbT, $&tm<DWl 

mm±<Dmmmm 
t e r Tate^cfcrx s v 4 0 Tfltfe^s £iMu&tt*> 6 Bfcfe b t# e> n 
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^wvmmzmiz, ^f>xu>©n, £^mm^>A 
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1. f^n-MOLo xP@3^I^^SnfehTERT3te^i:t5SV 

2. BjMtTOfrfbt hJ^ft^JJg^NAKT- 1 3 (^f£4$IW 3&aff«C 

M^<«fIlTSlfll f£bfg6 (8fi#f3 0 5-8 5 6 6) , 
'mM.B ¥^15¥9^4B, SKWERM BP-0 8 4 6 1) 

Wit? >X U >OMit^o 
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FIG. 2 
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FIG. 3 
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FIG. 4 
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FIG. 5 
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FIG. 6 
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